We read with great interest the recently published recommendations by the European League against Rheumatism (EULAR) on the management of rheumatoid arthritis (RA). 1 The EULAR recommendations, although primarily targeted towards European countries, are read and followed across the world including low/middle income nations. Consequently, we were disappointed to note that the updated guidelines recommend the use of biological disease-modifying anti-rheumatic drugs (bDMARDs) or targeted synthetic DMARDs (tsDMARDs) immediately following failure of monotherapy with conventional synthetic DMARDs (csDMARDs) in those patients with poor prognostic factors such as seropositivity for rheumatoid factor (RF) or anticitrullinated peptide antibodies (ACPA), highly active disease or early radiographic joint damage (recommendation number 8).
1 This is in contrast to the 2015 guidelines provided by the American College of Rheumatology (ACR) for the management of RA, 2 which offer the option of either combining csDMARDs or using bDMARDs or tofacitinib (tsDMARD) following failure of methotrexate monotherapy in RA, irrespective of the presence or absence of such poor prognostic indicators. Early use of bDMARDs in the management of RA poses certain specific problems, as discussed below.
Rheumatoid arthritis is one of the most common rheumatic diseases. 3 We exemplify India to provide an estimate of the actual burden of RA in a low/middle income country. The population prevalence of RA in India is 0.75%. 4 According to the 2011 Census of India, with a population of 1.21 billion, 5 an estimated 9 million people could be affected with RA. Approximately 30% patients with RA will respond to methotrexate monotherapy. 6 A vast majority of patients with RA have an adverse prognostic factor in the form of seropositivity for RF or ACPA. Hence, in a country like India, most of 6.3 million patients with RA would require bDMARDs as per current guidelines. The healthcare costs of providing long-term bDMARDs to such a large number of patients, mostly without medical insurance or social security, are beyond the capacity of individual patients or governments of most low/middle income countries. This is an even bigger problem when one considers that there is a paucity of guidelines on when to taper and stop DMARDs, including bDMARDs in RA, as also mentioned in the current EULAR recommendations (recommendations 11 and 12). 1 With this background, we strongly suggest that the costeffective strategy of treating RA with a combination of csDMARDs when methotrexate monotherapy fails should not be ignored, despite the presence of poor prognostic factors. The TACIT trial confirmed that use of csDMARDs was non-inferior to the use of anti-tumor necrosis factor (TNF) agents in the management of RA, but associated with substantially lesser costs. 7 It is pertinent to note that most of the trials on bDMARDs in RA, which established their utility for this indication, did so with a combination of bDMARDs and methotrexate. 8 This is emphasised in the current EULAR guidelines which recommend the addition of methotrexate or other csDMARD to bDMARD or tsDMARD in phase II of the treatment strategy (recommendation 9). 1 This brings forth an interesting conundrum, that is, how much of the disease-modifying effect of the bDMARDs was attributable to itself vis-à-vis methotrexate? For example, a closer look at the PREMIER study 9 shows that outcomes at 2 years in terms of the proportion of patients attaining ACR 20, ACR 50 and ACR 70 responses were numerically better or equal for methotrexate monotherapy when compared with adalimumab monotherapy. Two excellent meta-analyses by Graudal et al 10 11 reaffirm that the use of bDMARDs is associated with earlier attainment of ACR 50 and ACR 70 responses and numerically lesser radiographic progression of RA in the first 2 years. However, the difference disappears at 2 years of therapy. Moreover, the use of csDMARDs in combination is associated with significantly lesser costs.
Nevertheless, it cannot be denied that the advent of bDMARDs has revolutionised the management of RA in the modern era. However, this must be weighed against the marked immunosuppressive state resulting from the use of bDMARDs, which is a major concern in low/middle income countries wherein infections like tuberculosis are endemic. Use of anti-TNF bDMARDs has been reported to cause infections like leprosy in regions of the world where this disease was not believed to exist like the USA, in a patient who never reported travelling outside this geographical region. 12 This suggests that the use of bDMARDs should be undertaken with due caution under all circumstances.
To conclude, we suggest that combination of csDMARDs should still be considered a viable alternative to bDMARDs or tsDMARDs in patients with RA failing initial monotherapy with methotrexate under most circumstances. A strategy of using a combination of csDMARDs upfront in patients with poor prognostic factors, as suggested by the previous ACR recommendations, 13 may be more reasonable in resource-constrained scenarios. Such patients who fail csDMARDs in combination at 3-6 months should be considered for bDMARDs or tsDMARDs. This might help rationalise the economic burden due to bDMARDs or tsDMARDs, while not depriving the appropriate patient of timely treatment with these drugs. The enthusiasm of using bDMARDs upfront should be tempered with pragmatism and caution given lack of definitive evidence of superiority to csDMARDs in combination, significantly higher costs and risk of infections, especially in low/middle income countries. 
